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25-1 19, 25-118, 25-1 17, 25-1 16, 25-1 1 5, 26-122, 26-121 , 26-120, 26-1 19, 26-1 18, 26-1 17, 26- 

116, 26-1 15, 27-122, 27-121, 27-120, 27-1 19, 27-1 18, 27-1 17, 27-1 16, 27-1 15, 28-122, 28-121, 
28-120, 28-1 19, 28-1 1 8, 28-1 17. 28-1 16. 28-1 15, 29-122. 29-121. 29-120, 29-1 19 7 29-1 1 8, 29- 

117, 29-1 16, 29-115, 30-122, 30-121, 30-120, 30-1 19, 30-1 18, 30-117, 30-1 16, 30-115, 31-122, 

31- 121, 31-120, 31-119, 31-118, 31-1 17, 31-116, 31-1 15, 32-122, 32-121, 32-120, 32-119, 32- 

1 1 8, 32-1 17, 32-116, or 32-1 15 ofSEQ ID NO: 16; 

or variants and derivatives thereof; provided however, that when the truncated sTNFR 
polypeptide comprises the amino acid residues 15-122 t 16-122, 17-122, 18-122, 19-122, 20-122, 

21- 122, 22-122, 23-122, 24-122, 25-122, 26-122, 27-122, 28-122, 29-122, 30-122, 31-122, or 

32- 1 22 of SEQ ID NO: 1 6, the polypeptide docs not further comprise amino acid residues 1 23- 
179 of SEQ ID NO; 16, or a portion thereof; 

and optionally further comprising an amino-terrninal methionine. 

REMARKS 

Claim Status. Claims 1 to 31 are pending in the application. Claims 1 and 3 are 
amended hereby. No claim has been added or canceled. 

Support for Amendments, In order to bring the instant application into compliance 
with 37 C.F.R. § 1.822(e), Applicants amended the specification and claims in a Preliminary 
Amendment filed January 29, 2002. Applicants noticed in preparing the instant response that the 
amendments of January 29, 2002 resulted in the inadvertent omission of certain contiguous 
fragments, particularly those extending only to residue 103 at the C-terminus and those 
beginning at residue 19 at the N-tcrminus. Such fragments are clearly supported in the 
specification prior to the amendment of January 29, 2002 (see, e.g., page 6, line 8 et $eq\ 
Applicants seek entry of the above-described amendments solely to correct these inadvertent 
omissions and contend that no new matter has been added by these amendments. 

Election under Restriction Requirement. Applicants elect to prosecute claims 1-12, 

22- 25, 28, and 31, designated as Group A by the Examiner. The Action states that the claims of 
Group A are drawn to truncated sTNFR polypeptides. Applicants further elect to prosecute the 
claims that arc drawn to the sTNFR polypeptide of SEQ ID NO: 2, with traverse. Applicants 
aleo elect the 6pecies of truncated sTNFR polypeptide comprising amino acid residues 1-105 of 
SEQ ID NO: 2, further comprising an ammo-terminal methionine (i.e., the species of truncated 
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sTNFR polypeptide comprising the amino acid sequence of SEQ ID NO: 8). The Action states 
that tho specific truncations of the polypeptide of SEQ ED NO: 2 that are listed in claim 1 
constitute patentably distinct species of the claimed invention. The basis for Applicants' 
traversal of the requirement is as follows. 

Applicants respectfully submit that there will be no undue hardship on the Office in 
performing a search with respect to the sTNFR-I polypeptides of SEQ ID NO: 2, SEQ ID NO: 4, 
SEQ ID NO: 6, SEQ ID NO: 8, SEQ ID NO: 10, SEQ ID NO: 12, and SEQ ID NO: 14. The 
truncated sTNFR-I polypeptides of SEQ ID NO: 4, SEQ ID NO: 6, SEQ ID NO: 8, SEQ ID NO: 
10, SEQ ID NO: 12, and SEQ ID NO: 14 share 100% sequence identity with residues 19-104 of 
the sTNFR-I polypeptide of SEQ ID NO: 2 (see Exhibit A, which contains a sequence alignment 
performed using the application MacVector 7.1.1 (Accelrys, Cambridge, UK; 
http://www.accelrys,com) at the default settings). The relationship of the truncated sTNFR-I 
polypeptides of SEQ ID NO: 2, SEQ ID NO: 4 t SEQ ID NO: 6, SEQ ID NO: 8, SEQ ID NO: 10, 
SEQ ID NO: 12, and SEQ ID NO: 14 to the sTNFR-I polypeptide of SEQ ID NO: 2 is shown in 
Table I. 

Table I 



SEQ ID 

NO: 


Construct 


Relationship to SEQ ID NO: 2 


4 


sTNFR-I2.6D/C105 


residues 1-105 of SEQ ID NO: 2. further comprising an 
amino-terminal methionine, and having a Cys 
substitution at position 105 


6 


STNFR-I2.6D/C106 


residues 1-108 of SEQ ID NO: 2, further comprising an 
aminotermina[ methionine 


8 


sTNFR-I 2.6D/N105 


■ i — ■■■ . 

residues 1-105 of SEQ ID NO: 2, further comprising an 

aminoterminal methionine 


to 


sTNFR-I 2.3D/d8 


residues 19-105 of SEQ ID NO: 2, further comprising an 
amino-terminal methionine 


12 


sTKFR-I2.3D/dl8 


residues 9-105 of SEQ ID NO: 2, further comprising an 
amino-terminal methionine 


14 


sTNFR-I2.3D/dl5 


residues 16-1 05 of SEQ ID NO: 2, further comprising an 
amino-terminal methionine, and having a Ser substitution 
at position 18 



As indicated in Table I, the truncated sTNFR-I polypeptides of SEQ ID NO: 4, SEQ ID 
NO: 6, SEQ ID NO: 8, SEQ ED NO: 10, SEQ ID NO: 12, and SEQ ID NO: 14 comprise species 
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of the genus of truncated sTNFR polypeptides of claim 1 (Le. y the polypeptides of SEQ ID NO: 
6, SEQ ID NO: 8, SEQ ID NO; 10, and SEQ TD NO: 1 2 are fragments of SEQ ID NO: 2, and the 
polypeptides of SEQ ID NO: 4 and SEQ ID NO: 14 are fragments of SEQ ID NO: 2 having a 
single amino acid substitution). As the polypeptides of SEQ ID NO: 4, SEQ ID NO: 6, SEQ ID 
NO: 8, SEQ ED NO: 10, SEQ ID NO: 12, and SEQ ID NO: 14 comprise species of the specific 
truncations of the polypeptide of SEQ ID NO: 2 that are listed in claim 1, Applicants respectfully 
request reconsideration of the restriction requirement of section 3 of the instant Action. 

Applicants enclose a petition for a one-month extension of lime. The Commissioner is 
authorized to charge any additional fees or credit any overpayment to Deposit Account No. 13- 
2490. 

Conclusion. If Examiner O'Hara believes it to be helpful, she is invited to contact the 
undersigned representative by telephone at (312) 913-0001. In light of the foregoing 
amendments and remarks, the Applicants respectfully request entiy of all amendments, removal 
of all requirements, and allowance of all claims. 




Respectfully submitted, 
McQxmnell Boehoen Hulbert & Berghoff 



Dated: November 12. 2002 
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EXHIBIT A 



ClustalW (vl.4) multiple sequence alignment 

7 Sequences Aligned Alignment Score = 14527 

Gaps Inserted = 0 Conserved Identities = 86 

SEQ02 1 DSVCPQGKYIHPQNNSICCT^CHJCGTyijyNDCPGPGQDTDCRECESGSF 4 9 

SEQ04 1 MDSVCPQGECYIHPQNNSICCTKCHXGrYIiYNDCPGPGODTDCRECESGSF 5 0 

SEQ0 6 1 MDSVCPQGIOriHPQI^SICCTKCHKGrYLYNDCPGPCODTDCRECaSaSF 3 0 

SEQ08 1 MDSVCPQGKVIHPQNNSTCCTKCHKGTYLYN'DCPGPGQDTDCRECESGSF 5 0 

5EQ10 1 MCTKCHKGTYLYNDCPGPGQDTDCRECSSQSF 3 2 

SEQ12 1 MYIHPQNNSICCTKCHKGTYLYNDCPGPGQDTDCREC2SGSF 42 

SEQ14 1 MSISCTICCHKGTYLYNDCPGPGODTDCRECESGSP 35 

******************************* 

SEQ02 50 TAS ENKLRHCLS CS KCRKEMGQ VE I S S CTVDRDT VCGCRKNQ YRHYW S EN 99 

SEQ04 51 TA5E^JHLRHCLSGSKCRKEMaQVEIS3CTVDRDTVCGCRKNQYRHYWSEN 10 0 

SEQ06 51 T AS ENKLRHCLSCSKCRKEMG<3VE I SSCTVDRCT VCGCRKNQ YRHYW SEN 10 0 

3EQQ8 51 TA3 ENTCLRIiCLS C3 KCRKEMQQ VE 133 CTVDRETVCGCRKNQ YRH YVi 3 EN 10 0 

SEQ10 33 TAS ENHLRHCLS CS KCRKEM GOVE I SSCTVDRDT VCGCRKNQ YRHYVJ S EN 8 2 

SEQ12 43 TAS ENKLRHCLS CS KCRKEMGQVE I SSCTVDRDTVCGCRKNQ YRHYWS EN 92 

SEQ14 36 TASENHLRHC^SCSKCRKEKG^V^ISSCTVDRDTVCGCRKMQYRHYWSEN 85 



SEQ02 


100 


L.FQCFNC0LCt.NaTVHLQCQEKQNTVCTCHAGFPLRENECVaceNCKKSL 


149 


SEQ04 


101 


LFQCFC 


106 


SEQ06 


101 


LFQCFNCSI* 


109 


SEQOS 


101 


LFQCFN 


106 


SEQ10 


83 


LFQCFNCSL 


91 


SEQ12 


93 


LFQCFNCSL 


101 


SEQ14 


86 


LFQCFNCSL 


94 










SEQ02 


150 


ECTKLCLPQIEN 161 




SEQ04 


107 


106 




SEQ06 


110 


109 




SEQ08 


107 


106 




SEQ10 


92 


91 




SEQ12 


102 


101 




SEQ14 


95 


94 
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AMENDMENTS TO THE SPECIFICATION 
Marked Up Version of Specification under 37 C.F.R. 1.121(b)(l)(lH) 

Please amend the specification at page 6, line S to page 7, line 5 to read as follows: 

The truncated sTXFRs of the present invention include polypeptides comprising amino 
acid residues 1-110, 1-109, 1-108, 1-107, 1-106, 1-105, 1-104 . 1-103. 2-110. 2-109,2-108,2- 
107, 2-106, 2-105, 2-104. 2-103. 3-110, 3-109, 3-108, 3-107, 3-106, 3-105, 3-104. 3-103. 4-110, 
4-109, 4-108, 4-107, 4-106, 4-105, 4-104, 4-103, 5-1 10, 5-109, 5-108, 5-107, 5-106, 5-105, 5- 
104. 5-10.3. 6-110. 6-109. 6-108. 6-107. 6-106. 6-105. 6-104 6-103 7-1 10. 7-109. 7-108. 7-107. 
7-106, 7-105, 7-104. _7-103, 8-110, 8-109, 8-108, 8-107, 8-106, 8-105, 8-104. 8-103. 9-110. 9- 
109, 9-108, 9-107, 9-106, 9-105, 9-104. 9-103. 10-110, 10-109, 10-108, 10-107, 10-106, 10-105, 
10-104. 10-103. 11-110. 11-109, 11-108, 11-107, 1 1-106, 1 1-105, 11-104. 11-103. 12-110, 12- 

109, 12-108, 12-107, 12-106, 12-105, 12-104. 12^,03, 13-110, 13-109, 13-108, 13-107, 13-106, 
13-105, 13-104. 13-103. 14-1 10, 14-109, 14-108, 14-107, 14-106, 14-105, 14-104. 14-103. 15- 

110, 15-109, 15-108, 15-107, 15-106, 15-105, 15-104,15^0^ 16-110, 16-109, 16-108, 16-107, 
16-106, 16-105, 16-104. .16-103, 17-110, 17-109, 17-108, 17-107, 17-106, 17-105, 17-104. 17- 
103. 18-110, 18-109, 18-108, 18-107, 18-106, 18-105. o^l 8-104 . 18-103. 19-110 . 19-109. 19- 
10S. 10-1 07. 19-106. 19-105. 19-104. or 19-103 of SEQ ID NO: 2; 

or variants thereof; provided however, that when the truncated sTNFR polypeptide comprises 
ammo acid residues 3- 1 1 0. 4- 1 1 0. 5- 1 1 0. 6- 11 0. 7- 1 1 0. 8- 1 1 0. 9- 1 1 0. 1 0- 1 1 0, 1 1 - 11 0. 1 2- 1 1 0, 
13-110, 14-110, 15-110, 16-110, 1 7-1 1 0, e^l 8-1 IO ^qji.19-11 0 of SEQ ID NO: 2, the polypeptide 
does not further comprise amino acid residues 111-161 of SEQ ID NO: 2, or a portion thereof; 
and optionally further comprising an ammo-terminal methionine. 

Please amend the specification at page 7, line 13 to page 8, line 24 to read as follows: 

The truncated sTNFRs of the present invention also include polypeptides comprising 
amino acid residues 1-122, 1-121, 1-120, 1-119, 1-118, 1-117, 1-116. J-115 . 2-122. 2-121,2- 
120, 2-119, 2-118.2-117.2-116. 2-11S. 3-122. 3-121, 3-120, 3-119,3-118, 3-117, 3-116. 3115, 
4-122, 4-121, 4-120, 4-1 19, 4-118, 4-117, 4-116. 4-115. 5-122, 5-121, 5-120, 5-119, 5-118, 5- 

1 

WO SMitb Wackcr Drive 
Chiuto, Mltaon Wtt)t 

(111) 01.1- 



Received from <> at 12/2/02 4:33:55 PM [Eastern Standard Time] 





3EC-02-C2 15:42 Fran: 



T-032 P 16/22 Job-033 



117, 5-1 16. 5-116. 6-122, 6-121, 6-120, 6-119, 6-118, 6-117, 6-116 . 6-11.5. 7-122, 7-121, 7-120, 
7-119, 7-118, 7-117, 7-116 . 7-115. 8-122, 8-121, 8-120, 8-119, 8-118, 8-117, 8-116. 8-115. 9- 
122,9-121,9-120, 9-119, 9-118,9-117, 0.116. 0.1 IS. 10-122, 10-121, 10-120, 10-119, 10-118, 
10-117, lO-n6,JOzLH 11-122, 11-121, 11-120, 11-119, 11-118, 11-117. 11-116. 11-115. 12- 
122, 12-121, 12-120, 12-119, 12-118, 12-117, 12-116. 12-115. 13-122, 13-121, 13-120, 13-119, 
13-118, 13-117, 13-116. 13-115. 14-122, 14-121, 14-120, 14-119, 14-118, 14-117, 14-U6.JJ; 

115. 15-122, 15-121, 15-120, 15-119, 15-118, 15-117, 15-116. 15-115. 16-122, 16-121, 16-120, 
16-119, 16-118, 16-117, 16-116. 16-115. 17-122, 17-121, 17-120, 17-119, 17-1 18, 17-117, 17- 

116. 17-115. 18-122. 18-121, 18-120, 18-119, 18-118, 18-117, 18-116. 18-115. 19-122. 19-121, 
19-120, 19-119, 19-118, 19-117, 19-116 . 19-115. 20-122, 20-121,20-120, 20-119, 20-118, 20- 

117, 20-116. 20-115. 21-122. 21-121,21-120,21-119, 21-118.21-117.21-116. 21-115. 22-122, 
22-121, 22-120, 22-1 19, 22-1 18, 22-1 17, 22-1 16, 22-115, 23-122, 23-121, 23-120, 23-1 19, 23- 

1 18, 23-1 17, 23-116 . 23-115. 24-122, 24-121, 24-120, 24-1 19, 24-1 18, 24-117, 24-1 16. 24-115. 
25-122, 25-121, 25-120, 25-1 19, 25-1 18, 25-1 17, 75-116 25-115 26-122, 26-1 21 , 26-120, 26- 



119. 26-1 18. 26-1 17. 26-116. 26-115. 27-122. 27-121, 27-120, 27-1 19, 27-118, 27-1 17, 27-1 16, 
27-JLLL 28-122, 28-121, 28-120, 28-119, 28-118, 28-117, 28-116. 28-115. 29-122, 29-121, 29- 

120, 29-119, 29-118,29-117, 29-116. 29-115. 30-122, 30-121,30-120,30-119, 30-118, 30-117, 
30-116, 30- 1, 15, 31-122, 31-121, 31-120, 31-119, 31-118, 31-117, er-31-1 16, 31-1 1.5, 32 -122, 
32-121. 32-120. 32-1 19. 32-1 18. 32-1 17. 32.1 16. or 32-11 5 nf SFO TP NO: 16; 

or valiants and derivatives thereof; provided however , that when the truncated sTNFR 
polypeptide comprises the amino acid residues 15-122, 16-122, 17-122, 18-122, 19-122, 20-122, 
21-122, 22-122, 23-122, 24-122, 25-122, 26-122, 27-122, 28-122, 29-122, 30-122, ^31-122^ 
32 - 1 22 of SEQ ID NO: 16, the polypeptide does not further comprise amino acid residues 123- 
1 79 of SEQ ID NO: 1 6, or a portion thereof; 
and optionally further comprising an amino-terminal methionine. 

Please amend the specification at page 14, line 1 to page 16, line 12 to read as follows: 

As used herein, the term "truncated sTNFR(s)" includes one or more biologically active 
synthetic or recombinant molecules comprising amino acid residues 1-1 10, 1-109, 1-108, 1-107, 
1-106, 1-105, 1-1 04. 1-103. 2-11 0, 2- 1 09, 2- 1 08, 2- 1 07, 2- 1 06, 2- 1 05 , 2- 1 04, 2-103, 3-110, 3- 
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109, 3-108, 3-107, 3-106, 3-105, 3-1 04^3^03, 4-1 10, 4-109, 4-108, 4-107, 4-106, 4-105, 4-104, 
4r.LQ3., 5-1 10, 5-109, 5-108, 5-107, 5-106, 5-105, 5-104. S-103. 6-110, 6-109, 6-108, 6-107, 6- 
106, 6-105. 6-104 .6-103. 7-110. 7-109, 7-108, 7-107, 7-106, 7-105, 7.104. 7-103. 8-110, 8-109, 
8-108, 8-107, 8-106, 8-105, 8-104,^403, 9-110, 9-109, 9-108, 9-107, 9-106, 9-105, 9-1 04, J; 
id 10-110. 10-109, 10-108, 10-107, 10-106, 10-105. 10-104,i0403 A 11-110, 11-109, 11-108, 

11- 107, 11-106, 11-105, 11-104. 11-103. 12-110. 12-109, 12-108, 12-107, 12-106, 12-105, 12- 

104, 12-103 . 13-110, 13-109, 13-108, 13-107, 13-106, 13-105, 13-104,,13-JPJ, 14-110, 14-109, 
14-108, 14-107, 14-106, 14-105, 14-104. 14-103. 15-110, 15-109, 15-108. 15-107, 15-106, 15- 

105, 15-104,JL540L 16-110, 16-109, 16-108, 16-107, 16-106, 16-105, 16-1 04 06:102, 17-110, 
17-109, 17-108, 17-107, 17-106, 17-105, 17-104,1 7-1.02. 18-110, 18-109, 18-108, 18-107, 18- 

106, 18-10S. ftf-1 8-1 04 . 18-103. 19-110 T 1 9-109. 19-108. 19-10 7. 19-106. 19-105. 19-104. or 19- 
103 of SEQ ID NO: 2; and variants (including insertion, substitution and deletion variants) 
thereof (as described below); provided however , that when the truncated sTNFR polypeptide 
comprises amino acid residues 3-1 10, 4-1 10, 5-1 10, 6-110, 7-110, 8-1 10, 9-110, 10-1 10, 11-110, 

12- 110, 13-110, 14-110, 15-110, 16-110, 17.110 ac.1R.110 nr 1 9-11 0 of SEQ ID NO: 2. the 
polypeptide does not further comprise amino acid residues 1 1 1-161 of SEQ TD NO: 2, or a 
portion thereof; and optionally further comprising an amino-terminal methionine. The term 
"truncated sTNFR(s)" also includes one or more biologically active synthetic or recombinant 
molecules comprising amino acid residues 1-122, 1-121, 1-120, 1-119, 1-U8, 1-117, 1-1 16J; 
ill 2-122, 2-121, 2-120, 2-119, 2-118, 2-117, 2-116. 2-1113-122, 3-121, 3-120, 3-119, 3-118, 
3-117,3-11 6. 3-115. 4- 1 22, 4- 1 2 1 , 4-120, 4- 1 1 9, 4-1 1 8, 4- 1 1 7, 4- 1 1 6, .4411 5-122, 5-121, 5- 
120, 5-1 19, 5-1 18, 5-1 17, 5-116,5-116, 6-122, 6-121, 6-120, 6-119, 6-118, 6-117, 6-116. 6-11S. 
7-122, 7-121, 7-120, 7-1 19, 7-118, 7-117, 7-116. 7-115, 8-122. 8-121, 8-120, 8-119, 8-118, 8- 

1 1 7, 8- 1 1 6, 8- 1.15,. 9- 1 22 , 9- 1 2 1 , 9- 1 20, 9- 1 1 9, 9- 1 1 8 , 9- 1 1 7, 9- 1 1 6. 9-115. 10-122, 10-121, 10- 

120, 10-119, 10-118, 10-117, 10-116. 10-115. 11-122. 11-121. 11-120, 11-119. 11-118. 11-117. 
11-116. 11-115. 12-122, 12-121, 12-120, 12-119, 12-118, 12-117, 12-116. 12-115. 13-122. 13- 

121, 13-120, 13-119, 13-118, 13-117, 13-116 . 13-115. 14-122, 14-121, 14-120, 14-119, 14-118, 
14-117, 14-116. 14-115. 15-122, 15-121, 15-120, 15-119, 15-118, 15-117, 1S-116. 15-115. 16- 

122, 16-121, 16-120, 16-119, 16-118, 16-117, 16-116. 16-115. 17-122, 17-121, 17-120, 17-119, 
17-118, 17-117, 17-116, 17-115, 18-122, 18-121, 18-120, 18-119, 18-118, 18-117, 18-116US= 
115, 19-122, 19-121, 19-120, 19-119, 19-118, 19-117, 19-1 16 J2dH 20-122, 20-121, 20-120, 
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20-119, 20-1 18, 20-1 17, 20-1 16. 20-1 1 3. 21-122, 21-121, 21-120, 21-1 19, 21-118, 21-1 17, 21- 
1 1 6 .21-115. 22-122, 22-121, 22-120, 22-1 19, 22-1 18, 22-1 17, 22-1 16. 22-115. 23-122, 23-121, 

23- 120, 23-119, 23-1 18, 23-1 17, 23-L16. 2 3-1 li. 24-122, 24-121, 24-120, 24-1 19, 24-1 18, 24- 

1 1 7, 24-116. 24-115. 25-122, 25-121, 25-120, 25-119, 25-118, 25-1 17, 25-1 16, ^25^115, 26-122, 
26-121, 26-120, 26-1 19, 26-118, 26-117, 26-116 . 26-115. 27-122, 27-121, 27-120, 27-1 19, 27- 

118, 27-1 17, 27-116 . 27-115. 28-122, 28-121, 28-120, 28-1 19, 28-118, 28-1 17, 28-1 16. 28-115. 
29-122, 29-121, 29-120. 29-1 19, 29-1 18, 29-117, 29-116. 29-115. 30-122. 30-121, 30-120, 30- 

119, 30-1 18, 30-1 17, 30-116. 30-1 15. 31-122. 31-121, 31-120, 31-119, 31-1 18, 31-1 17, <w-3l- 
1 1 6. 31-115. 32-122. 32-121. 32-120. 32-1 19. 32-118. 32-117- 32-116. or 32-1 15 of SEQ ID 
NO: 16; and variants (including insertion, substitution and deletion variants) thereof (as 
described below); provided however , that when the truncated sTNFR. polypeptide comprises the 
amino acid residues 15-122, 1 6-122, 17-122, 18-122, 19-122, 20-122,21-122, 22-122, 23-122, 

24- 122, 25-122, 26-122, 27-122, 28-122, 29-122, 30-122, ^31-122. nr 32-122 of SEQ ID NO: 
16, the polypeptide does not further comprise amino acid residues 123-179 of SEQ ID NO: 16, 
or a portion thereof; and optionally further comprising an amino-terminal methionine. 

Please amend the specification at page 17, line 1 8 to page 1 9, line 24 to read as follows: 

In one basic embodiment, truncated sTNFRs of the present invention may be one or more 
polypeptides comprising amino acid residues 1-110, 1-109, 1-108, 1-107, 1-106, 1-105, l-104,Jz 
103. 2-110, 2-109, 2-108, 2-107, 2-106, 2-105, 2-104 . 2-103. 3-110. 3-109, 3-108, 3-107, 3-106, 
3-105, 3-104. 3-103. 4-110, 4-109, 4-108, 4-107, 4-106, 4-105, 4-104. 4-103. 5-1 10, 5-109, 5- 
108, 5-107, 5-106, 5-105, 5-104. 5-103. 6-110, 6-109, 6-108, 6-107, 6-106, 6-105, 6-104.6-103. 
7-1 10, 7-109, 7-108, 7-107, 7-106, 7-105, 7-104. 7-10.3. 8-110, 8-109, 8-108, 8-107, 8-106, 8- 
10S, 8-104, 8-1.03, 9-110. 9-109, 9-108,9-107, 9-106,9-105, 9-104.9-103. 10-110, 10-109, 10- 

108, 10-107, 10-106, 10-105, 10-104,10^3, H-l 10, 11-109, 1 1-108, 1 1-107, 1 1-106, 1 1-105, 
11-104. 11-103. 12-110, 12-109, 12-108, 12-107, 12-106, 12-105, 12-104. 12-103. 13-110. 13- 

109, 13-108, 13-107, 13-106, 13-105, 13-104, 13-103, 14-110, 14-109, 14-108, 14-107, 14-106, 
14-105, 14-104. 14-103. 15-110, 15-109, 15-108, 15-107, 15-106, 15-105, 15-104. 15-103. 16- 

110, 16-109, 16-108, 16-107, 16-106, 16-105, 16-104. 16-103. 17-110, 17-109, 17-108, 17-107, 
17-106, 17-105, 17-104. 17-103. 18-110. 18-109, 18-108, 18-107, 18-106, 18-105, er-1 8- 104, 
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18-103. 19-110. 19-109. 19-108. 19-107. 19-lOfi. 19-105. 19-104. or 19-10.1 of SEQ ID NO: 2; 
or variants thereof, provided however , that when the truncated sTNFR polypeptide comprises 
amino acid residues 3-1 10, 4-1 10, 5-1 10, 6-1 10, 7-1 10, 8-1 10, 9-1 10, 10-1 10, 11-1 10, 12-1 10, 

13- 110, 14-110, 15-110, 16-110, 17-1 10. ftr-1 8-110 . or 19-1 10 of SEP ID NO: 2. the polypeptide 
does not further comprise amino acid residues 1 1 1-161 of SEQ ID NO: 2, or a portion thereof. 

In another basic embodiment, truncated sTNFRs of the present invention may be one or 
more polypeptides comprising amino acid residues 1-122, 1-121, 1-120, 1-119, 1-118, 1-117, 1- 
116. 1-115. 2-122, 2-121, 2-120, 2-119, 2-1 1 8, 2-117, 2-116, 2-11.5„ 3-122, 3-121, 3-120, 3-119, 
3-1 IS, 3-117, 3-116, 3-1 IS, 4-122, 4-121,4-120, 4-119, 4-118,4-117, 4-116.4-115. 5-122, 5- 
121,5-120,5-119, 5-118, 5-117, 5-116 . 5-116. 6-122. 6-121,6-120,6-119,6-118, 6-117, 6-116, 
(LL1 5. 7-122, 7-121, 7-120, 7-119, 7-118, 7-117, 7-116. 7-115. 8-122, 8-121, 8-120, 8-119, 8- 
11 S, 8-117, 8-116. 8-115. 9-122, 9-121, 9-120, 9-119, 9-118, 9-117, 9-116,9-11.5, 10-122, 10- 

121, 10-120, 10-119, 10-118, 10-117, 10-116. 10-115. 11-122, 11-121, 11-120, 11-119, 11-118, 
11-117, 11-116 . 11-115. 12-122, 12-121, 12-120, 12-119, 12-118, 12-117, 12-116, \Z£LL 13 ' 

122, 13-121, 13-120, 13-119, 13-118, 13-117, n-116 H-115 14-122. 14-121. 14-120. 14-119. 

14- 118, 14-117, 14-116. 14-115. 15-122, 15-121, 15-120, 15-119, 15-118, 15-117, 15-116,Jir 

115, 16-122, 16-121, 16-120, 16-119, 16-118, 16-117, 16-116. 16-115. 17-122, 17-121, 17-120, 
17-119, 17-118, 17-117, 17-1 16,J_7 : 1X5 =J 18-122, 18-121, 18-120, 18-119, 18-118, 18-117, 18- 

116, 18-115. 19-122. 19-121, 19-120, 19-119, 19-118, 19-117, 19-116. 19-115. 20-122,20-121, 
20-120, 20-119, 20-118, 20-117, 20-1 16. 20-115. 21-122, 21-121, 21-120, 21-1 19, 21-118, 21- 

117, 21-1 16 .21-115. 22-122, 22-121, 22-120, 22-1 19, 22-118, 22-1 17, 22-116. 22-115. 23-122. 
23-1 21 , 23-1 20, 23-1 19, 23-1 1 8, 23-1 1 7, 23-1 1 6. 23-115. 24-1 22, 24-1 21 , 24-1 20, 24-1 19, 24- 

118, 24-1 17, 24-1 16. 24- 11 5. 25-122, 25-121, 25-120, 25-1 19, 25-1 18, 25-1 17, 25-1 1 6. 25-1 15, 
26-122, 26-121, 26-120, 26-1 19, 26-1 18, 26-117, 26-1 16. 26-115. 27-122, 27-1 21 , 27-120, 27- 

1 19, 27-1 18, 27-1 17, 77.1 16" 77-1 1 S 28-122, 28-121, 28-120, 28-1 19, 28-1 18, 28-1 17, 28-1 16, 
28-1 15. 29-122, 29-121, 29-120, 29-1 19, 29-1 18, 29-1 17, 29-1 16. 29-115. 30-122, 30-121, 30- 

120, 30-1 19, 30-1 18, 30-1 17, 30-1 16. 30-1 J 5, 31-122. 31-121, 31-120, 31-119, 31-1 18, 31-117, 
er-3 1- 1 1 6,31-115, 32-1 22 , .3.2-121 . 3 2-120. 32-119. 32-118. 32-117. 32-116. or 32-1 15 of SEQ 
ID NO: 16; 

or variants thereof, provided however, that when the truncated sTNFR. polypeptide comprises the 
amino acid residues 15-122, 16-122. 17-122, 18-122, 19-122, 20-122,21-122, 22-122,23-122, 
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24-122, 25-122, 26-122, 27^122, 28-122, 29-122, 30-122, er-3 1-122. o ro.2d.22 of SEQ ID NO; 
16, the polypeptide does not further comprise amino acid residues 123-179 of SEQ CD NO: 16, 
or a portion thereof. 
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AMENDMENTS TO THE CLAIMS 
Marked Up Versions of Amended Claims under 37 C.F.R. 1.121(c)OKii) 

1 . (Twice Amended) A truncated sTNFR polypeptide comprising amino acid residues 1- 
110, 1-109, 1-108, 1-107, 1-106, 1-105, 1-104,1^103,2-110, 2-109, 2-108,2-107,2-106, 2-105, 
2-104 . 2-103. 3-110, 3-109, 3-108, 3-107. 3-106, 3-105, 3-104 . 3-103. 4-110. 4-109, 4-108, 4- 
107, 4-106, 4-105, 4-104 .4-103. 5-110, 5-109, 5-108, 5-107, 5-106. 5-105, 5-104 .5-103. 6-110, 
6-109, 6-108, 6-107, 6-106, 6-105, 6-104, 6-103. 7-110, 7-109, 7-108, 7-107, 7-106, 7-105, 7- 
104, 7-103, 8-110, 8-109, 8-108, 8-107, 8-106, 8-105, 8-104 . 8-103. 9-110, 9-109, 9-108, 9-107, 
9-106, 9-105, 9-104 . 9-103. 10-110, 10-109. 10-108, 10-107, 10-106, 10-105, 10-104 . 10-103. 
11-110, 11-109, 11-108, 11-107, 11-106, 11-105, ll-lW.JKlOa, 12-110, 12-109, 12-108, 12- 

107, 12-106, 12-105, 12-104 . 12-103. 13-110, 13-109, 13-108, 13-107, 13-106, 13-105, 13-104, 
13-103. 14-110, 14-109, 14-108, 14-107, 14-106, 14-105, 14-104 . 14-103. 15-110, 15-109, 15- 

108, 15-107, 15-106, 15-105, 15-104. 15-103. 16-110, 16-109, 16-108, 16-107, 16-106, 16-105, 
16-104. 16-im, 17-110. 17-109. 17-108. 17-107. 17-106. 17-105, 17-104. 17-103. 1S-1I0, 18- 

109, 18-108, 18-107, 18-106, 18-105. a^I 8-1 04. 1 8-103. 19-110. 19-109. 19-108. 19-107. 19- 
106. 19-105. 19-104, or 19-103 of SEQ ID NO: 2; 

or variants and derivatives thereof; provided however, that when the truncated sTNFR 
polypeptide comprises amino acid residues 3-110, 4-1 10, 5-110, 6-110, 7-110, 8-1 10, 9-1 10, 10- 

110, 11-110, 12-110, 13-110, 14-110, 15-110, 16-110, 1 7-11 0 tt^l 8-1 1 0 . nr 1 9-1 1 0 of SF.O ID 
NO: 2, the polypeptide does not further comprise amino acid residues 111-161 of SEQ ID NO: 2, 
or a portion thereof; 

and optionally further comprising an amino-terminal methionine. 

3. (Twice Amended) A truncated sTNFR polypeptide comprising amino acid residues 1- 
122, 1-121, 1-120, 1-119, 1-118, 1-117, 1-1 16, J-J15, 2-122, 2-121,2-120, 2-119,2-118, 2-117, 
2-116. 2-115. 3-122, 3-121, 3-120, 3-119, 3-1 18, 3-117, 3-116. 3-115. 4-122, 4-121, 4-120, 4- 
1 19, 4-118, 4-117, 4-1 16. 4-115. 5-122, 5-121, 5-120, 5-1 19, 5-118, 5-1 17, 5-116. 5-116. 6-122, 
6-121, 6-120, 6-119, 6-1 18, 6-1 17, 6-116 . 6-115. 7-122, 7-121, 7-120, 7-1 19, 7-1 1 8, 7-1 17, 7- 
1 16 . 7-115. 8-122, 8-121, 8-120, 8-119. 8-1 18, 8-117, 8-1 16. 8-115. 9-122, 9-121, 9-120, 9-119, 
9-118, 9-117, 9-116 . 9-115. 10-122. 10-121, 10-120, 10-119, 10-118, 10-117, 10-116 . 10-115. 
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1 1-122, 11-121. 11-120, 1 1-119, 11-1 IS, 1 1-1 17, 1 1-1 16 . 1 1-1 15. 12-122, 12-121, 12-120, 12- 

119, 12-118, 12-117, 12-116 . 12-115. 13-122, 13-121, 13-120, 13-119, 13-118, 13-117, 13-116, 
,13- 11 5, 14-122, 14-121, 14-120, 14-119, 14-118, 14-117, 14.116. 14-115. 15-122, 15-121, 15- 

120, 15-119, 15-118, 15-117, 15-116. 15-115. 16-122, 16-121, 16-120, 16-119, 16-118, 16-117, 
16-116. 16-115. 17-122, 17-121, 17-120, 17-119, 17-118, 17-117, 17-116. 17-115, 18-122, 18- 

121, 18-120, 18-119, 18-118, 18-117, 18-116 . 18-115. 19-122, 19-121, 19-120, 19-119. 19-118, 
19-117,19-11 6. 19-115. 20- 1 22, 20- 1 2 1 , 20- 1 20, 20- 1 1 9, 20- 1 i 8, 20- 1 1 7, 20- 1 1 6. 20-1,15, 2 1 - 

122, 21-121, 21-120, 21-1 19, 21-118, 21-117, 21-1 16. 21-1 15. 22-122, 22-121, 22-120, 22-119, 
22-1 18, 22-1 17, 22-1 16 . 22-115. 23-1 22, 23-1 21 , 23-1 20, 23-1 19, 23-1 18, 23-1 17, 23-1 16^2r 
m, 24-122, 24-121,24-120, 24-119, 24-118, 24-117.24-116 . 24-115. 25-122. 25-121,25-120, 
25-119, 25-118, 25-117, 25-116. 25-115. 26-122, 26-121,26-120, 26-119, 26-118, 26-117, 26- 

116 . 26-1 IS. 27-122, 27-121, 27-120, 27-119, 27-1 IS, 27-1 17, 27-1 16. 27-11.1. 28-122, 28-121, 
28- 1 20, 28- 1 1 9, 28- 1 1 8, 28- 1 1 7, 28- 1 1 6. 28-115. 29- 1 22, 29- 1 2 1 , 29- 1 20, 29- 1 1 9, 29- 1 1 8, 29- 

117, 29-116. 20-1 1 S. 30-122, 30-121, 30-120, 30-119, 30-11S, 30-1 17, 10-116 30-115. 31-122, 

31- 121.31-120.31-119.31-118. 31-117.^31-116. 31-115. 32-12 2. 32-121. 32-120. 32-119. 

32- 118. 32-117. 32-116. or 32-1 15 of SEQ ID NO: 16; 

or variants and derivatives thereof; provided however, that when the truncated sTNFR 
polypeptide comprises the amino acid residues 15-122, 16-122, 17-122, 18-122, 19-122,20-122, 
21-122, 22-122, 23-122, 24-122, 25-122, 26-122, 27-122, 28-122, 29-122, 30-122, ©^31-122^01 
32- j2.2 of SEQ ED NO: 16, the polypeptide does not further comprise amino acid residues 123- 
179 of SEQ ID NO: 16, or a portion thereof; 
and optionally further comprising an amino-terminal methionine. 
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